The occurrence of several unusual disorders in a single patient prompted the question as to whether these may all have been part of a single syndrome, and the possible differential diagnosis is discussed in detail.
Summary
The occurrence of several unusual disorders in a single patient prompted the question as to whether these may all have been part of a single syndrome, and the possible differential diagnosis is discussed in detail.
The case was thought to be an instance of acquired T-lymphocyte depletion leading to the development of premature malignant disease.
Case report
A male printer born in 1937 was first seen in January 1971 complaining of dyspepsia. A barium meal examination was negative and he was treated symptomatically. In March 1973 he complained of loss of appetite, difficulty in swallowing with food appearing to stick at various levels, and a weight loss from about 66 to 60 kg over the previous few months. A month later he developed severe mouth ulcers which were noted to be extensive, confluent and yellowish in colour. At the same time he developed ulcers on the glans and shaft of the penis.
A repeat barium meal was normal and subsequently a barium swallow was also normal. Oesophagoscopy showed multiple superficial ulcers at all levels, and the appearance was unlike peptic oesophagitis. (Lehner, 1977) . Although severe oral ulceration occurs in at least 90%o of such patients (Oshima et al., 1963; Lehner, 1977) , and is the usual first manifestation, this in itself is a non-specific disorder. Behget's original description was of iridocyclitis with oral and genital ulceration (Behcet, 1937) , but modern practice has recognized minor forms without eye disease. The present patient had orogenital ulceration, with other skin lesions, but there were never any ocular or neurological disorders.
He also had marked gastrointestinal disease. Both ulceration of the small bowel and necrotizing oesophagitis have been recorded in Beh9et's syndrome (B0e, Dalgaard and Scott, 1958; Baba et al., 1976) . But more typical changes are ulcerative colitis (B0e et al., 1958; Empey, 1972; Smith, Kime and Pitcher, 1973; Baba et al., 1976) and lymphangiectasia (Asakura et al., 1973; Tsuchiya et al., 1976) . Atrophic villi were thought not to be a feature of the disease (Asakura et al., 1973) .
Histocompatibility antigens in the patient did not show either HLA Bs, present in 75% with Beh9et's syndrome (Ohno et al., 1975; Sugiura, Sanefuji and Ohno, 1976) ; nor HLA A2/B12, present in 21% (Lehner, 1977) .
The presence of ulcerative jejuno-ileitis in their patient led the authors to suspect that this might be Crohn's disease (Goldstein et al., 1976) , in which genital involvement has recently been described (Atherton et al., 1978) . Although this may be protean in its manifestation, the absence of characteristic pain, typical radiology, and any of the significant complications such as perineal sepsis were features against the diagnosis. The numerous biopsy samples taken never showed any evidence of granuloma formation, nor of lymphoma (Isaacson and Hodges, 1978) .
Ulcerative jejunoileitis may also be a feature of coeliac disease (Bayless et al., 1967; Davidson, 1969; Shiner, 1974) , and ulceration of the small intestine may occur even when on gluten exclusion (Bayless et al., 1976) . Study of patients with mouth ulcers suggested that 25%/ had jejunal villous atrophy; and that both disorders were healed by gluten exclusion (Ferguson et al., 1976) , although clinical response is not proportional to the mucosal lesion's severity (Stewart, 1974) . The presence of subtotal villous atrophy and severe malabsorption in the present patient justified a trial of gluten exclusion, subsequent to which his weight increased by 19 kg, his steatorrhoea was much reduced, although not cured, and hypocalcaemia, hypoalbuminaemia, low serum folate and deficient B12 absorption were corrected. The improvement in his jejunal mucosa was in parallel with this response. The clinical course of the patient has made a trial of gluten challenge unethical to date: it would probably take a prolonged period of normal feeding to show clinical and histological relapse.
Supportive evidence for a diagnosis of gluten sensitivity was the presence of HLA A1/B8, which are very strongly associated (Falchuk, Roentine and Strober, 1972; Oliver, 1977) . Hyposplenism was found in 10-15%. of patients with adult coeliac disease (Marsh and Stewart, 1970) , but this may also occur in inflammatory bowel disease. The serum immunoglobulin pattern was not that typical of coeliac disease (usually raised IgA) (Asquith, 1974) but this is often normal. Genital ulceration and mesenteric cysts were not features previously described in adult coeliac disease.
The presence of mesenteric cysts in the present case may well have been related to the ulcerative jejuno-ileitis, although there was no evidence of lymphatic duct obstruction or lymphangiectasia. There is an extensive literature of case reports on mesenteric cysts, but their aetiology remains obscure (Beahrs, Judd and Dockerty, 1950) .
The deficiency of circulating thymus-dependent lymphocytes was of great interest. Abnormalities of cellular immunity have been documented in Behcet's syndrome (Sugiura et al., 1976) , and these may include lymphopenia (Tsuchiya et al., 1976) and thymic lymphoid follicular development (Tameoki et al., 1972) .
Deficiency of T-lymphocytes has also been noted in other conditions. In coeliac disease it occurs and reverts to normal after diet treatment (O'Donoghue, Lancaster-Smith and Kumar, 1975) , and is associated also with deficient antibody production (Baker et al., 1974) . In Crohn's disease (but not ulcerative colitis) there is a deficiency of T-lymphocytes, unrelated to activity (Strickland et al., 1968) . Increase in epithelial lymphocytes is particularly marked in coeliac disease (Ferguson, 1977) , although it is not specific to this condition. This may represent increased migration into the lumen, which is known to occur in coeliac disease, and possibly other intestinal diseases (Wheetman, Hagith and Douglas, 1974) .
In general, T-lymphocyte and other immune deficiencies predispose to both infections and malignant disease (Di George, 1968; Kersey, Spector and Good, 1975) . It was therefore not surprising when this patient developed an undifferentiated bladder tumour. The association was probably causative in view of the lack of exposure to known carcinogens such as 3-naphthylamine, and the unusual histology of the lesion.
It seems likely that the patient had severe complicated adult coeliac disease with various unusual but related manifestations. The initial presentation simulating a minor Beh9et's syndrome raises the question of whether this disease, coeliac disease and possibly also Crohn's disease are related disorders representing different parts of a spectrum. It could be that patients considered to have Behret's disease may benefit from a trial of gluten exclusion. This certainly appears to help some patients with problems other than chronic coeliac disease, such as aphthous stomatitis (Ferguson et al., 1976) and granulomatous disease of bowel and liver (Bj0rnklett et al., 1978) . There is as yet no therapy for Tlymphopenia, and management must consist of treatment of complications as they arise.
